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Crystal Structure of Novel BACE Proteins, and Methods for Making 
and Using 

FILE REFERENCE: 43962-010910 
CURRENT APPLICATION NUMBER: 10/762,040 
CURRENT FILING DATE: 2004-01-21 
PRIOR APPLICATION NUMBER: PCT/GB02/03461 
PRIOR FILING DATE: 2002-07-26 
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Novel 




NUMBER OF SEQ ID NOS : 72 
SOFTWARE: Patent In version 3.2 
SEQ ID NO: 1 
LENGTH: 2 52 6 
TYPE: DNA 

ORGANISM: Homo sapiens 
SEQUENCE : 1 

ccacgcgtcc gcagcccgcc cgggagctgc gagccgcgag ctggattatg gtggcctgag 6 0 

cagccaacgc agccgcagga gcccggagcc cttgcccctg cccgcgccgc cgcccgccgg 12 0 

999gaccagg gaagccgcca ccggcccgcc atgcccgccc ctcccagccc cgccgggagc 180 

ccgcgcccgc tgcccaggct ggccgccgcc gtgccgatgt agcgggctcc ggatcccagc 240 

ctctcccctg ctcccgtgct ctgcggatct cccctgaccg ctctccacag cccggacccg 300 

ggggctggcc cagggccctg caggccctgg cgtcctgatg cccccaagct ccctctcctg 360 

agaagccacc agcaccaccc agacttgggg gcaggcgcca gggacggacg tgggccagtg 42 0 

cgagcccaga gggcccgaag gccggggccc accatggccc aagccctgcc ctggctcctg 480 

ctgtggatgg gcgcgggagt gctgcctgcc cacggcaccc agcacggcat ccggctgccc 54 0 

ctgcgcagcg gcctgggggg cgcccccctg gggctgcggc tgccccggga gaccgacgaa 600 

gagcccgagg agcccggccg gaggggcagc tttgtggaga tggtggacaa cctgaggggc 66 0 

aagtcggggc agggctacta cgtggagatg accgtgggca gccccccgca gacgctcaac 72 0 

59 atcctggtgg atacaggcag cagtaacttt gcagtgggtg ctgcccccca ccccttcctg 780 

61 catcgctact accagaggca gctgtccagc acataccggg acctccggaa gggtgtgtat 840 

63 gtgccctaca cccagggcaa gtgggaaggg gagctgggca ccgacctggt aagcatcccc 900 

65 catggcccca acgtcactgt gcgtgccaac attgctgcca tcactgaatc agacaagttc 960 

67 ttcatcaacg gctccaactg ggaaggcatc ctggggctgg cctatgctga gattgccagg 1020 

69 cctgacgact ccctggagcc tttctttgac tctctggtaa agcagaccca cgttcccaac 1080 

71 ctcttctccc tgcagctttg tggtgctggc ttccccctca accagtctga agtgctggcc 1140 

73 tctgtcggag ggagcatgat cattggaggt atcgaccact cgctgtacac aggcagtctc 1200 
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75 tggtatacac ccatccggcg ggagtggtat tatgaggtga tcattgtgcg ggtggagatc 1260 

77 aatggacagg atctgaaaat ggactgcaag gagtacaact atgacaagag cattgtggac 1320 

79 agtggcacca ccaaccttcg tttgcccaag aaagtgtttg aagctgcagt caaatccatc 1380 

81 aaggcagcct cctccacgga gaagttccct gatggtttct ggctaggaga gcagctggtg 1440 

83 tgctggcaag caggcaccac cccttggaac attttcccag tcatctcact ctacctaatg 1500 

85 ggtgaggtta ccaaccagtc cttccgcatc accatccttc cgcagcaata cctgcggcca 1560 

87 gtggaagatg tggccacgtc ccaagacgac tgttacaagt ttgccatctc acagtcatcc 1620 

89 acgggcactg ttatgggagc tgttatcatg gagggcttct acgttgtctt tgatcgggcc 1680 

91 cgaaaacgaa ttggctttgc tgtcagcgct tgccatgtgc acgatgagtt caggacggca 1740 

93 gcggtggaag gcccttttgt caccttggac atggaagact gtggctacaa cattccacag 1800 

95 acagatgagt caaccctcat gaccatagcc tatgtcatgg ctgccatctg cgccctcttc 1860 

97 atgctgccac tctgcctcat ggtgtgtcag tggcgctgcc tccgctgcct gcgccagcag 192 0 

99 catgatgact ttgctgatga catctccctg ctgaagtgag gaggcccatg ggcagaagat 1980 

101 agagattccc ctggaccaca cctccgtggt tcactttggt cacaagtagg agacacagat 2040 

103 ggcacctgtg gccagagcac ctcaggaccc tccccaccca ccaaatgcct ctgccttgat 2100 

105 ggagaaggaa aaggctggca aggtgggttc cagggactgt acctgtagga aacagaaaag 2160 

107 agaagaaaga agcactctgc tggcgggaat actcttggtc acctcaaatt taagtcggga 2220 

109 aattctgctg cttgaaactt cagccctgaa cctttgtcca ccattccttt aaattctcca 2280 

111 acccaaagta ttcttctttt cttagtttca gaagtactgg catcacacgc aggttacctt 2340 

113 ggcgtgtgtc cctgtggtac cctggcagag aagagaccaa gcttgtttcc ctgctggcca 2400 

115 aagtcagtag gagaggatgc acagtttgct atttgcttta gagacaggga ctgtataaac 2460 

117 aagcctaaca ttggtgcaaa gattgcctct tgaattaaaa aaaaaaacta gaaaaaaaaa 252 0 

119 aaaaaa 2526 

122 <210> SEQ ID NO: 2 

123 <211> LENGTH: 2054 

124 <212> TYPE: DNA 

12 5 <213> ORGANISM: Homo sapiens 
127 <400> SEQUENCE: 2 

12 8 atggcccaag ccctgccctg gctcctgctg tggatgggcg cgggagtgct gcctgcccac 60 
130 ggcacccagc acggcatccg gctgcccctg cgcagcggcc tggggggcgc ccccctgggg 120 
132 ctgcggctgc cccgggagac cgacgaagag cccgaggagc ccggccggag gggcagcttt 180 
134 gtggagatgg tggacaacct gaggggcaag tcggggcagg gctactacgt ggagatgacc 240 

13 6 gtgggcagcc ccccgcagac gctcaacatc ctggtggata caggcagcag taactttgca 300 

13 8 gtgggtgctg ccccccaccc cttcctgcat cgctactacc agaggcagct gtccagcaca 360 

14 0 taccgggacc tccggaaggg tgtgtatgtg ccctacaccc agggcaagtg ggaaggggag 42 0 
142 ctgggcaccg acctggtaag catcccccat ggccccaacg tcactgtgcg tgccaacatt 480 
144 gctgccatca ctgaatcaga caagttcttc atcaacggct ccaactggga aggcatcctg 540 
146 gggctggcct atgctgagat tgccaggcct gacgactccc tggagccttt ctttgactct 600 
148 ctggtaaagc agacccacgt tcccaacctc ttctccctgc agctttgtgg tgctggcttc 660 
150 cccctcaacc agtctgaagt gctggcctct gtcggaggga gcatgatcat tggaggtatc 72 0 
152 gaccactcgc tgtacacagg cagtctctgg tatacaccca tccggcggga gtggtattat 780 
154 gaggtcatca ttgtgcgggt ggagatcaat ggacaggatc tgaaaatgga ctgcaaggag 840 
156 tacaactatg acaagagcat tgtggacagt ggcaccacca accttcgttt gcccaagaaa 900 
158 gtgtttgaag ctgcagtcaa atccatcaag gcagcctcct ccacggagaa gttccctgat 960 
160 ggtttctggc taggagagca gctggtgtgc tggcaagcag gcaccacccc ttggaacatt 1020 
162 ttcccagtca tctcactcta cctaatgggt gaggttacca accagtcctt ccgcatcacc 1080 
164 atccttccgc agcaatacct gcggccagtg gaagatgtgg ccacgtccca agacgactgt 1140 
166 tacaagtttg ccatctcaca gtcatccacg ggcactgtta tgggagctgt tatcatggag 1200 
168 ggcttctacg ttgtctttga tcgggcccga aaacgaattg gctttgctgt cagcgcttgc 1260 
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170 catgtgcacg atgagttcag gacggcagcg gtggaaggcc cttttgtcac cttggacatg 1320 

172 gaagactgtg gctacaacat tccacagaca gatgagtcaa ccctcatgac catagcctat 1380 

174 gtcatggctg ccatctgcgc cctcttcatg ctgccactct gcctcatggt gtgtcagtgg 1440 

176 cgctgcctcc gctgcctgcg ccagcagcat gatgactttg ctgatgacat ctccctgctg 1500 

178 aagtgaggag gcccatgggc agaagataga gattcccctg gaccacacct ccgtggttca 1560 

180 ctttggtcac aagtaggaga cacagatggc acctgtggcc agagcacctc aggaccctcc 1620 

182 ccacccacca aatgcctctg ccttgatgga gaaggaaaag gctggcaagg tgggttccag 1680 

184 ggactgtacc tgtaggaaac agaaaagaga agaaagaagc actctgctgg cgggaatact 1740 

186 cttggtcacc tcaaatttaa gtcgggaaat tctgctgctt gaaacttcag ccctgaacct 1800 

188 ttgtccacca ttcctttaaa ttctccaacc caaagtattc ttcttttctt agtttcagaa 1860 

190 gtactggcat cacacgcagg ttaccttggc gtgtgtccct gtggtaccct ggcagagaag 1920 

192 agaccaagct tgtttccctg ctggccaaag tcagtaggag aggatgcaca gtttgctatt 1980 

194 tgctttagag acagggactg tataaacaag cctaacattg gtgcaaagat tgcctcttga 2040 

196 attaaaaaaa aaaa 2054 

199 <210> SEQ ID NO: 3 

200 <211> LENGTH: 16 

201 <212> TYPE: DNA 

202 <213> ORGANISM: Homo sapiens 
2 04 <4 00> SEQUENCE: 3 

2 05 aaaaaaaaaa aaaaaa 16 

208 <210> SEQ ID NO: 4 

209 <211> LENGTH: 1506 

210 <212> TYPE: DNA 

211 <213> ORGANISM: Homo sapiens 

213 <400> SEQUENCE: 4 

214 atggcccaag ccctgccctg gctcctgctg tggatgggcg cgggagtgct gcctgcccac 60 
216 ggcacccagc acggcatccg gctgcccctg cgcagcggcc tggggggcgc ccccctgggg 120 
218 ctgcggctgc cccgggagac cgacgaagag cccgaggagc ccggccggag gggcagcttt 180 
220 gtggagatgg tggacaacct gaggggcaag tcggggcagg gctactacgt ggagatgacc 240 
222 gtgggcagcc ccccgcagac gctcaacatc ctggtggata caggcagcag taactttgca 300 
224 gtgggtgctg ccccccaccc cttcctgcat cgctactacc agaggcagct gtccagcaca 360 
226 taccgggacc tccggaaggg tgtgtatgtg ccctacaccc agggcaagtg ggaaggggag 420 
228 ctgggcaccg acctggtaag catcccccat ggccccaacg tcactgtgcg tgccaacatt 480 
230 gctgccatca ctgaatcaga caagttcttc atcaacggct ccaactggga. aggcatcctg 540 
232 gggctggcct atgctgagat tgccaggcct gacgactccc tggagccttt ctttgactct 600 
234 ctggtaaagc agacccacgt tcccaacctc ttctccctgc agctttgtgg tgctggcttc 660 
236 cccctcaacc agtctgaagt gctggcctct gtcggaggga gcatgatcat tggaggtatc 720 
238 gaccactcgc tgtacacagg cagtctctgg tatacaccca tccggcggga gtggtattat 780 
240 gaggtgatca ttgtgcgggt ggagatcaat ggacaggatc tgaaaatgga ctgcaaggag 840 
242 tacaactatg acaagagcat tgtggacagt ggcaccacca accttcgttt gcccaagaaa 900 
244 gtgtttgaag ctgcagtcaa atccatcaag gcagcctcct ccacggagaa gttccctgat 960 
246 ggtttctggc taggagagca gctggtgtgc tggcaagcag gcaccacccc ttggaacatt 102 0 
248 ttcccagtca tctcactcta cctaatgggt gaggttacca accagtcctt ccgcatcacc 1080 
250 atccttccgc agcaatacct geggccagtg gaagatgtgg ccacgtccca agacgactgt 1140 
252 tacaagtttg ccatctcaca gtcatccacg ggcactgtta tgggagctgt tatcatggag 1200 
254 ggcttctacg ttgtctttga tcgggcccga aaacgaattg gctttgctgt cagcgcttgc 1260 
256 catgtgcacg atgagttcag gacggcagcg gtggaaggcc cttttgtcac cttggacatg 1320 
258 gaagactgtg gctacaacat tccacagaca gatgagtcaa ccctcatgac catagcctat 1380 
260 gtcatggctg ccatctgcgc cctcttcatg ctgccactct gcctcatggt gtgtcagtgg 1440 
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262 cgctgcctcc gctgcctgcg ccagcagcat gatgactttg ctgatgacat ctccctgctg 1500 

264 aagtga 1506 

267 <210> SEQ ID NO: 5 

268 <211> LENGTH: 4 

269 <212> TYPE: DNA 

270 <213> ORGANISM: Homo sapiens 

272 <400> SEQUENCE: 5 

273 atgc 4 

276 <210> SEQ ID NO: 6 

277 <211> LENGTH: 6 

278 <212> TYPE: DNA 

279 <213> ORGANISM: Homo sapiens 

281 <400> SEQUENCE: 6 

282 tactag 6 

285 <210> SEQ ID NO: 7 

286 <211> LENGTH: 5 

287 <212> TYPE: DNA 

288 <213> ORGANISM: Homo sapiens 
2 90 <400> SEQUENCE: 7 

291 taaat 5 
294 <210> SEQ ID NO: 8 

2 95 <211> LENGTH: 8 

296 <212> TYPE: DNA 

297 <213> ORGANISM: Homo sapiens 

299 <400> SEQUENCE: 8 

300 cagtcaca 8 

303 <210> SEQ ID NO: 9 

304 <211> LENGTH: 10 

3 05 <212> TYPE: DNA 

306 <213> ORGANISM: Homo sapiens 

308 <400> SEQUENCE: 9 

309 ccaaggcttc 10 

312 <210> SEQ ID NO: 10 

313 <211> LENGTH: 9 

314 <212> TYPE: DNA 

315 <213> ORGANISM: Homo sapeins 

317 <400> SEQUENCE: 10 

318 aataaggaa 9 

321 <210> SEQ ID NO: 11 

322 <211> LENGTH: 5 

323 <212> TYPE: DNA 

324 <213> ORGANISM: Homo sapiens 

326 <400> SEQUENCE: 11 

327 cacac 5 

330 <210> SEQ ID NO: 12 

331 <211> LENGTH: 4 

332 <212> TYPE: DNA 

333 <213> ORGANISM: Homo sapiens 
335 <400> SEQUENCE: 12 
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336 



aagc 



4 



339 <210> SEQ ID NO: 13 

340 <211> LENGTH: 17 

341 <212> TYPE: DNA 

342 <213> ORGANISM: Homo sapiens* 

344 <400> SEQUENCE: 13 

345 aagatggtaa gcgctat 17 

348 <210> SEQ ID NO: 14 

349 <211> LENGTH: 9 

350 <212> TYPE: DNA 

351 <213> ORGANISM: Homo sapiens 

353 <400> SEQUENCE: 14 

354 tgttttata 9 

357 <210> SEQ ID NO: 15 

358 <211> LENGTH: 13 
3 59 <212> TYPE: DNA 

360 <213> ORGANISM: Homo sapiens 

362 <400> SEQUENCE: 15 

363 tgcttttggc age 13 

366 <210> SEQ ID NO: 16 

367 <211> LENGTH: 5 

368 <212> TYPE: DNA 

369 <213> ORGANISM: Homo sapiens 
371 <400> SEQUENCE: 16 

3 72 agctg 5 

375 <210> SEQ ID NO: 17 

376 <211> LENGTH: 4 

377 <212> TYPE: DNA 

378 <213> ORGANISM: Homo sapiens 
3 80 <400> SEQUENCE: 17 

381 Ctca 4 

384 <210> SEQ ID NO: 18 

385 <211> LENGTH: 5 

386 <212> TYPE: DNA 

387 <213> ORGANISM: Homo sapiens 

389 <400> SEQUENCE: 18 

390 ttctg 5 

393 <210> SEQ ID NO: 19 

394 <211> LENGTH: 13 
3 95 <212> TYPE: DNA 

396 <213> ORGANISM: Homo sapiens 

398 <400> SEQUENCE: 19 

399 cctttgctgc gga 13 

402 <210> SEQ ID NO: 20 

403 <211> LENGTH: 8 

404 <212> TYPE: DNA 

405 <213> ORGANISM: Homo sapiens 

407 <400> SEQUENCE: 20 

408 tccgaatt 8 
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RAW SEQUENCE LISTING ERROR SUMMARY 

PATENT APPLICATION : US/10/7 62 , 040 

Input Set : A:\US10-762040.txt 
Output Set: N:\CRF4\08302004\J762040.raw 

Please Note: 

Use of n and/or Xaa have been detected in the Sequence Listing. Please review the 
Sequence Listing to ensure that a corresponding explanation is presented in the <220> 
to <223> fields of each sequence which presents at least one n or Xaa. 

Seq#:46; N Pos . 3,4,11,26,28,45,55,57,60,64,68,70,73,77 
Seq#:47; N Pos . 6, 7 



DATE: 08/30/2004 
TIME: 13:07:01 
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VERIFICATION SUMMARY 

PATENT APPLICATION: US/10/762,040 



DATE: 08/30/2004 
TIME: 13:07:01 



Input Set : A:\US10-762040.txt 

Output Set: N:\CRF4\08302004\J762040.raw 



: 120*8 M:341 W: 
:1210 M:341 W: 
:1225 M:341 W: 



(46) "n" or "Xaa" used, for SEQ ID#:46 after pos . 
(46) "n" or "Xaa" used, for SEQ ID#:46 after pos. 
(46) "n" or "Xaa" used, for SEQ ID#:47 after pos. 



0 

60 
0 
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